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Figure 1B 




React chemical entities 




XY 

Add further building block 
Add further connector — 




XY 



Ligate building block oligonucleotides, then 
Separate building blocks from further connector 




= Solid support 
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Figure 1C 




XY 



React chemical entities, thereby generating 
molecule (XYZ) resulting from said reactions 




XYZ 



Repeat above steps if required, i.e. 

Add even further connector oligonucleotide 

Add even further building block(s) 

Ligate building block oligonucleotides 

Separate ligated building block oligonucleotides 

from (optionally ligated) connector oligonucleotide(s), then 

React chemical entities, thereby generating further molecules 




= Solid support 
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Figure 2 A 





Building blocks 
Connector oligonucleotides 




Hybridization conditions 



□gate building blocks 

Optionally ligate connector oligonucleotides 
Separate ligated building blocks from connector(s) 




= Solid support 
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Figure 2B 




X 



React chemical entities, and 
thereby generating molecule (XYZ) 



XYZ 




= Solid support 
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Fig. 6. Reaction types allowing simultaneous reaction and linker cleavage. 
Nucleophilic substitution using activation of electrophiles 



A. Acylating monomer building blocks - principle 




.XH 



R^Nu 
O 



x= o.s 



Nu = Oxygen- , Nitrogen- , Sulfur- and Carbon Nucleophiles 



B- Acylation 

Amide formation by reaction of amines with activated esters 





H 

o 



C. Acylation 

Pyrazolone formation by reaction of hydrazines with p-Ketoesters 
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D. Acylation 

lsoxazolone formation by reaction of hydroxylamines with fi-Ketoesters 




E. Acylation 

Pyrimidine formation by reaction of thioureas with {i-Ketoesters 



N 



3> 



o o 



N 

H 2 N^H^ 
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F. Acylation 
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Pyrimidine formation by reaction of ureas >vith Maionates 



N 




G. Acylation 

Coumarine or quinolinon formation by a Heck reaction followed by a nucleophilic 
substitution 



R' 




X = O.S X' = Halogen, OTf, OMs Z = O. NH 



H. Acylation 

Plithaihydrazide formation by reaction of Hydrazines and 
Plithaiimicies 
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1. Acylation 

Diketopiperaziue formation by reaction of Amino Acid Esters 




X = 0, S R*=H, R 



J. Acylation 

Hydantoin formation by reaction of Urea and a-substituted Esters 



SUBSTITUTE SHEET (RULE 26) 



WO 2005/090566 



PCT/DK2005/000199 



13/32 




X ■ O, S X'= Hal, OTos, OMs, elc 



K. Alkylating monomer building blocks - principle 

Alkylated compounds by reaction of Sulfonates with Nucleofiles 




Nu = Oxygen- , Nitrogen- , Sulfur- and Carbon Nudeophlles 



L- Vinylating monomer building blocks - principle 




2 - CN. COOR, COR, NQ 2 , S0 2 R, S(=0)R, SD 2 NR 2 . F 
Nu = Oxygen- , Nilrogen- , Sulfur- and Carbon Nucleophites 



SUBSTITUTE SHEET (RULE 26) 



WO 2005/090566 



PCT7DK2005/000199 



14/32 



M. Heteroatom electroplates 

Disulfide formation by reaction of Pyridyl disulfide with mercaptanes 
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X = Halogen, OMs, OTf. OTos, etc 
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Figure 8. Cleavable Linkers 

A. Linker for Ihe formation of Ketones, Aldehydes, Amides and Acids 




x=o. nh. NR 

B. Linker Tor the formation of Ketones, Amides and Acids 




R Linker for the formation of Amines and Alcohols 

F. Linker for the formation of Esters, Thioeslers , Amides and Alcohols 

X-O.S.NHR, NR, 
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G. Linker for the formation of Sulfonamides and Alcohols 



RT 



O R 



H. Linker for the formation of Ketones, Amines and Alcohols 




hv 



350 nm 




♦ HX— R 
X *» O. HN. NR 



I. Linker for the formation of Ketones, Amines, Alcohols and Mercaptanes 



o R 



or ~ or" 0 



♦ HX— R 
X « O. S. NH. NR 



J. Linker for the formation of Biaryl and Bihelaryl 




Ar— x 



2MKjP0 4 




—OH ♦ AT"— Ar 




K. Linker for the formation of Benzyles, Amines, Anilins 
Alcohols and Phenoles 



|j " ♦ HX* 
X-O, NHR'.NR*, 

L. Linker for the formation of Mercaptanes 

R'— S HjO/Dtaxana 

TCEP. - tifep-cartwsxyethyljphnsphine 
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M. Linker for the fonuaiion or Glycosides 

N. Linker for the fonuaiion of Aldehydes and Glyoxylaniidcs 

H °>- <* N3tO. V+t R 



O. Linker for the formation of Aldehydes, Ketones and 
Aminoalcohols 
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